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Do-not-resuscitate orders in the operating room [Cohen & 
Cohen] 325(26):1879-sb 
Retinal Diseases 
Transient monocular blindness caused by vasospasm [Burger 
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Gastrointestinal endoscopy (in two parts) [Morrissey & 
Reichelderfer] 325(16):1142-ra; 325(17):1214—ra 
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325(13):928-ra; 325(14):1008—ra 
Insulin resistance — mechanisms, syndromes, and implica- 
tions [Moller & Flier] 325(13):938—ra 
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Effects of therapy in X-linked hypophosphatemic rickets 
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Identification of ehrlichia in human tissue [Dumler & others] 
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Informed demand for “non-beneficial” medical treatment 
[Miles] 325(7):512-sb 
Physicians’ aid in dying [Misbin] 325(18):1307—sb 
Rational suicide and the right to die — reality and myth 
[Conwell & Caine] 325(15):1100—sb 
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S 


Scleroderma 
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Home monitoring of uterine activity — does it prevent pre- 
maturity? [Sachs & others] 325(19):1374~-sb 
Seminars in Medicine of the Beth Israel Hospital, Boston 
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325(14):986*; [Muller & Tofler] 325(14):1038-e 
South Africa 
Medicine and health care in South Africa — five years later 
[Benatar] 325(1):30-sa 
Special Report 
Effect of the Gulf crisis on the children of Iraq [Harvard 
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Board-certified physicians in the United States, 1971-1986 
[Langsley & others] 325(1):67—c 
Spina Bifida 
Spina bifida in infants of women taking carbamazepine 
[Hughes & others] 325(9):664—c 
Spinal-Cord Injuries 
Correction: recovery of motor function after spinal-cord in- 
jury — a randomized, placebo-controlled trial with GM-1 
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Splenic Diseases 
Splenic hemorrhage after tissue plasminogen activator for 
acute myocardial infarction [Blankenship & Indeck] 
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1170-e 
Stomach Ulcer 
Helicobacter pylori and peptic ulcer disease [Martinez & 
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Streptococcus pneumoniae 
Correction: hemolytic uremic syndrome associated with 
Streptococcus pneumoniae {[Thirumoorthi & Begue] 325(26): 
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Medium-chain acyl-coenzyme A dehydrogenase deficiency 
and sudden infant death [Ding & others] 325(1):61-c 
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Surfactant-replacement therapy [O’Shea & others] 325(15): 
1105-c 
Surgery 
Risk of transmission of HIV from surgeon to patient 
[Lowenfels & Wormser] 325(12):888—c 
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Do-not-resuscitate orders in the operating room [Cohen & 
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with a slowly enlarging mass in the left popliteal space 
[Polisson & Rosenberg] 325(19):1361—cpc 
Syphilis 
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Acute myeloid leukemia in children treated with epipodo- 
phyllotoxins for acute lymphoblastic leukemia [Pui & 
others] 325(24):1682* 

Terbutaline 

Comparison of a B2-agonist, terbutaline, with an inhaled cor- 
ticosteroid, budesonide, in newly detected asthma 
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congestive heart failure of recent onset and a left atrial mass 
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Thromboxane A>, 
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325(16):1137* 
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Autoimmune thyroid dysfunction after treatment for Cush- 

ing’s syndrome [Haraguchi & others] 325(26):1888—c 
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{Hancock & others] 325(9):599* 
Thyroid Gland 
Administration of thyroxine in treated Graves’ disease 
[Medeiros-Neto & others] 325(9):660-c 
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Evidence of limited variability of antigen receptors on intra- 
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278-e 
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Thyroid diseases after treatment of Hodgkin’s disease 
[Hancock & others] 325(9):599* 
Thyroxine 
Administration of thyroxine in treated Graves’ disease 
[Medeiros-Neto & others] 325(9):660—c 
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Indexes predictive of weaning from mechanical ventilation 
[Travaline & others] 325(20):1442-c 
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Shortage of organs for transplantation — where do we go 
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Evidence of limited variability of antigen receptors on intra- 
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& others] 325(17):1210*; [Sachs] 325(17):1240—e 
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interferon gamma [Burg & others] 325(15):1078-br 
Tobacco 
Influence of the U.S. tobacco industry in foreign markets 
[Kawane & Barry] 325(1!):815—c 
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Contractile properties of the human diaphragm during 
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Perioperative total parenteral nutrition in surgical patients 
[Veterans Affairs Total Parenteral Nutrition Cooperative 
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Marlboro Grand Prix [Hartley & others] 325(11):815—c 
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Allogeneic bone marrow transplantation in multiple myelo- 
ma [Gahrton & others] 325(18):1267*; | Barlogie] 325(18): 
1304-e 
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Toward a cure for multiple myeloma? [Barlogie] 325(18): 
1304-e 
Transplantation, Autologous 
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mediastinal lymph nodes, chronic, with rupture into esopha- 
gus, 15. 
subacute, involving lung and bone marrow, 39. 
Hydroxyapatite-crystal—deposition disease, with erosion into 
vertebra, 37. 
Hypothalamus, sarcoidosis (probable), 10. 
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I 
Inclusion-body myositis, 40. 
Infarction, acute cavitated, right lower lobe, with multiple pul- 
monary emboli, 13. 
cerebral, embolic, with cerebral abscesses (Staphylococcus au- 
reus), 31. 
myocardial, recent, left atrial appendage, 48. 
nonbacterial thrombotic endocarditis, with embolic infarcts 
of heart, brain, spleen, kidneys, pancreas, and colon, 36. 
spinal cord, acute, secondary to fibrocartilaginous emboli, 5. 
Intestine, dysplasia, intestinal neuronal, with Hirschsprung’s 
disease, 52. 
Henoch-—Schénlein purpura, jejunum, 35. 
Hirschsprung’s disease, with intestinal neuronal dysplasia, 
52. 


infarction, ileum, due to mesenteric venous thrombosis, 9. 
lymphoma, ileum, large-cell type, with perforation, 47. 
immunoblastic plasmacytoid, associated with Epstein— 

Barr virus, involving intestine, with perforation (post- 
renal transplantation), 29. 

tuberculous enterocolitis, 44. 

vascular lesion, jejunum, solitary, with rupture and intestinal 
hemorrhage, 24. 


Joint, sarcoma, myxoid chondro-, synovium of knee joint, 45. 


K 


Kidney, atheroembolism, with renal failure, 34. 
carcinoma, renal-cell with peripheral neuropathy, ? paraneo- 
plastic, 50. 
embolism, cholesterol (after coronary angiographic proce- 
dures), 2. 
Henoch-Sch6nlein purpura, 35. 
transplantation, followed by lymphoma, immunoblastic plas- 
macytoid, intestine, associated with Epstein—Barr virus, 
29. 
Wilms’ tumor, embolic to pulmonary arteries, 25. 
Knee, sarcoma, myxoid chondro-, synovium, 45. 


L 


Laceration, ascending aorta, with aneurysmal dilatation (in- 
complete aortic dissection), probably traumatic, 38. 
Langerhans’-cell histiocytosis (eosinophilic granuloma), tempo- 
ral bone, 21. 
Leishmania braziliensis panamensis cutaneous leishmaniasis, 7. 
Leishmaniasis, cutaneous, Leishmania braziliensis panamensis, 7. 
Leukoencephalopathy, with amyloid angiopathy, 27. 
Liver, cholangitis, primary sclerosing, with autoimmune hemo- 
lytic anemia, 3. 
pylephlebitis, with appendicitis, 22. 
Lung, aspergilloma, with focal invasion and chronic organizing 
pneumonitis, 11. 
bronchoesophageal fistula, with broncholithiasis and silicosis 
of mediastinal lymph nodes, 46. 
broncholithiasis and bronchoesophageal fistula, with silicosis 
of mediastinal lymph nodes, 46. 
bronchiolitis obliterans with organizing pneumonia, 17. 
carcinoma, adeno-, with nonbacterial thrombotic endocardi- 
tis, 36. 
emboli, multiple, right lung, with acute infarct, cavitated, 
right lower lobe, 13. 
Hamman-Rich syndrome, 19. 
histoplasmosis, acute, with AIDS, 43. 
subacute, 39. 
lymphoma, large-cell, B-cell, (mediastinum) and bronchi, 26. 
nocardiosis, with localized chronic organizing pneumonia 
(inflammatory pseudotumor), 42. 
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(inflammatory pseudotumor), 42. 
pneumonitis, usual interstitial, accelerated (Hamman-—Rich 
syndrome), 19. 
pseudotumor, inflammatory (localized chronic organizing 
pneumonia), due to nocardiosis, 42. 
sequestration, extralobar, in an infant, 14. 
silicosis, with massive fibrosis, 46. 
usual interstitial pneumonitis, accelerated (Hamman-—Rich 
syndrome), 19. 
Wilms’ tumor, kidney, embolic to pulmonary arteries, 25. 
Lymph node, histoplasmosis, mediastinal lymph nodes, chron- 
ic, with rupture into esophagus, 15. 
lymphoma, large-cell, immunoblastic-plasmacytoid type, 
evolving from small-cell lymphocytic—plasmacytoid 
lymphoma (Richter’s syndrome), 18. 
sarcoidosis, mediastinal lymph nodes (and hypothalamus), 
10. 
silicosis, mediastinal lymph nodes, with broncholithiasis and 
bronchoesophageal fistula, 46. 
Lymphoma, ileum, large-cell type, with perforation, 47. 
intestine, immunoblastic plasmacytoid, associated with Ep- 
stein—Barr virus, with perforation (post-renal transplan- 
tation), 29. 
(mediastinum) and bronchi, large-cell, B-cell, 26. 
immunoblastic-plasmacytoid type, evolving from small- 
cell lymphocytic-plasmacytoid lymphoma (Richter’s 
syndrome), 18. 
small-cell lymphocytic-plasmacytoid, evolving into large-cell 
lymphoma, immunoblastic-plasmacytoid type (Rich- 
ter’s syndrome), 18. 


M 


Mastoid, eosinophilic granuloma (Langerhans’-cell histiocyto- 
sis), temporal bone, 21. 
Mediastinum, histoplasmosis, mediastinal lymph nodes, chron- 
ic, with rupture into esophagus, 15. 
lymphoma, large-cell, B-cell, (mediastinum) and bronchi, 26. 
silicosis, lymph nodes, with broncholithiasis and broncho- 
esophageal fistula, 46. 
Megaloblastic anemia, after treatment for lymphoma, 51. 
Mesenteric venous thrombosis, 9. 
Morquio’s syndrome, with osteogenic sarcoma of femur 10 
years after fixation of osteotomy site with steel staples, 4. 
Muscle, inclusion-body myositis, 40. 
Myositis, inclusion-body, 40. 


N 


Nervous system, neuropathy, mixed inflammatory, (? paraneo- 
plastic; ? multifactorial), with renal-cell carcinoma, 50. 

Neuropathy, peripheral, (? paraneoplastic; ? multifactorial), 
with renal-cell carcinoma, 50. 

Nocardiosis, pulmonary, with localized chronic organizing 
pneumonia (inflammatory pseudotumor), 42. 

Nose, allergic fungal sinusitis, paranasal sinuses, 20. 


O 


Orbital apex syndrome, with aspergillosis and chronic lympho- 
cytic leukemia, 33. 

Osteomyelitis, aspergillus, vertebral, 11. 

Ovarian-remnant syndrome, 28. 

Ovary, ovarian-remnant syndrome, 28. 


P 


Pheochromocytoma, adrenal gland, with von Hippel—Lindau 
disease, 16. 

Pneumonia, chronic organizing, localizing, due to nocardiosis 
(inflammatory pseudotumor), 42. 

Pneumonitis, usual interstitial, accelerated (Hamman—Rich 
syndrome), 19. 
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Polymyalgia rheumatica, with usual interstitial pneumonitis 
(Hamman-Rich syndrome), 19. 

Pseudotumor, inflammatory (localized chronic organizing 
pneumonia), due to nocardiosis, 42. 

Purpura, thrombotic thrombocytopenic, 30. 

Pylephlebitis, with appendicitis, 22. 


R 
Radiation therapy of cerebral ganglioglioma, with astrocytoma, 
cerebellar, 13 years later, 23. 
Rib, osteomyelitis, secondary to pulmonary nocardiosis, 42. 
Richter’s syndrome, 18. 


S 


Sarcoidosis, mediastinal lymph nodes (and hypothalamus), 10. 
Sarcoma, femur, osteogenic (10 years after fixation of osteotomy 
site with steel staples), 4. 
synovium of knee joint, myxoid chondro-, 45. 
Seminoma, testis, metastatic to vertebra, 1. 
Sequestration, pulmonary, extralobar, in an infant, 14. 
Silicosis, mediastinal lymph nodes, with broncholithiasis and 
bronchoesophageal fistula, 46. 
Sinusitis, allergic fungal, 20. 
Skin, Henoch—Schénlein purpura, 35. 
leishmaniasis, Leishmania braziliensis panamensis, 7. 
Spinal cord, emboli, fibrocartilaginous, with spinal-cord infarc- 
tion, 5. 
infarction, secondary to fibrocartilaginous emboli, 5. 
Stomach, Dieculafoy’s vascular malformation, 41. 
Helicobacter pylori infection, 41. 
Syphilis, tertiary, with neurosyphilis, 32. 


T 
Testis, fibrosis, left, with tertiary syphilis with parenchymatous 
neurosyphilis, 32. 
seminoma, metastatic to vertebra, 1. 
Thrombophlebitis, with occlusive organizing thrombus of pop- 
liteal vein, 49. 
Thrombosis, mesenteric venous, 9. 
thrombophlebitis, with occlusive organizing thrombus of 
popliteal vein, 49. 
Thrombotic thrombocytopenic purpura, 30. 
Thrombus, left atrial appendage, with recent myocardial infarc- 
tion, 48. 
Transplantation, renal, followed by lymphoma, immunoblastic 
plasmacytoid, intestine, associated with Epstein—Barr 
virus, 29. 
Trauma, probable cause of laceration of ascending aorta, with 
aneurysmal dilatation (incomplete aortic dissection), 38. 
Tuberculous entercolitis, 44. 


Vv 
Vasculitis, Henoch—-Schonlein purpura, 35. 
Vein, portal, pylephlebitis, with appendicitis, 22. 
thrombophlebitis, with occlusive organizing thrombus of 
popliteal vein, 49. 
Ventricular septal defect, with subacute bacterial endocarditis 
of tricuspid valve, 12. 


Ww 


Waldenstr6m’s macroglobulinemia, with large-cell lymphoma, 
immunoblastic-plasmacytoid type, evolving from small- 
cell lymphocytic-plasmacytoid lymphoma (Richter’s 
syndrome), 18. 

Wilms’ tumor, kidney, embolic to pulmonary arteries, 25. 
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MEVACOR’ 
(LOVASTATIN | MSD) 


CONTRAINDICATIONS: Hypersensitivity to any component of this 
medication 

Active liver disease or unexplained persistent elevations of serum 
transaminases 

Pregnancy and lactation 

Atherosclerosis is a chronic process and the discontinuation of lipid- 
lowering drugs during pregnancy should have little impact on the outcome 
of long-term therapy of primary hypercholesterolemia. Moreover, choles- 
terol and other products of the cholesterol biosynthesis pathway are es- 
sential comp for fetal d including synthesis of steroids 

and cell membranes. Because of the ability of inhibitors of HMG-CoA re- 

ductase such as MEVACOR® (Lovastatin, MSD) to decrease the synthesis 
of cholesterol and possibly other products of the cholesterol biosynthesis 
pathway, MEVACOR may cause fetal harm when administered to a preg- 
nant woman. Therefore, lovastatin is contraindicated during pregnancy 
Lovastatin should be administered to women of childbearing age only 
when such patients are highly unlikely to conceive. If the patient becomes 
pregnant while taking this drug, lovastatin shouid be discontinued and the 
patient should be apprised of the potential hazard to the fetus 


WARNINGS: Liver Dysfunction: Marked persistent increases (to more 
than 3 times the upper limit of normal) in serum a omg yo 
occurred in 1.9% of adult patients who received lovastatin for at least 
one year in clinical trials (see ADVERSE REACTIONS). When the drug 
was interrupted or discontinued in these patients, the transaminase levels 
usually fell slowly to pretreatment levels. The increases usually appeared 
3 to 12 months after the start of therapy with lovastatin and were not 
associated with jaundice or other clinical signs or symptoms. There was 
no evidence of hypersensitivity 

it is recommended that liver function tests be performed during ther- 
apy with lovastatin. Serum transaminases, including ALT (St arn. 
should be monitored before treatment begins, every 6 weeks for 
first 3 months, every 8 weeks during the remainder of the first year, = 
periodically thereafter (e.g., at approximately 6-month intervals). Spe- 
cial attention should be paid to patients who develop elevated serum 
transaminase levels, and in these patients, measurements should be re- 
peated promptly and then performed more frequently. If the transaminase 
levels show evidence of progression, particularly if they rise to 3 times the 
upper limit of normal and are persistent, the drug should be discontinued 
Liver biopsy should be considered if elevations are persistent beyond the 
discontinuation of the drug 

The drug should be used with caution in patients who consume sub- 
stantial quantities of alcohol and/or have a past history of liver disease 
Active liver disease or unexplained transaminase elevations are contrain- 
dications to the use of lovastatin 

As with other lipid-lowering —, ——_ (less than 3 ws a 
upper limit of normal) hav 
reported following therapy with MEVACOR red ADVERSE REACTIONS) 
These changes appeared soon after initiation of therapy with MEVACOR. 
were often transient, were not accompanied by any symptoms, and inter- 
ruption of treatment was not required 


Skeletal Muscle: Rhabdomyolysis »..s been associated with lovastatin 
therapy alone, when combined with immunosuppressive therapy 
including cyclosporine in cardiac transplant patients, and when 
combined in non-transplant patients with either gemfibrozil or 
lipid-lowering doses (= 1 g/day) of nicotinic acid. Some of the affected 
patients had preexisting renal insufficiency, usually as a consequence 
of long-standing diabetes. Acute renal failure trom rhabdomyolysis has 
been seen more commonly with the lovastatin-gemtibrozil combination 
and has also been reported in transplant patients receiving lovastatin 
plus cyclosporine. 

Rhabdomyolysis with or without renal impairment has been reported 
in seriously ill patients receiving erythromycin concomitantly with 
lovastatin. Therefore, patients receiving concomitant lovastatin and 
erythromycin should be carefully monitored 

Fulminant rhabdomyolysis has been seen as early as 3 weeks after 
initiation of bined therapy with gi and lovastatin but may 
be seen after several months. For these reasons, it is felt that, in most 
subjects who have had an unsatisfactory lipid response to either drug 
alone, the possible benefits of combined therapy with lovastatin and 
gemfibrozil do not — the risks of severe myopathy, — 
myolysis, and acute renal failure. While it is not —-¥ whether th 
interaction occurs with fibrates other than gemfibrozi a7 7 and 
rhabdomyolysis have occasionally been associated with use of 
other fibrates atone, including clofibrate. Therefore, the combined use 
of lovastatin with other fibrates should generally be avoided. 

Physicians ——— combined — = with lovastatin and 
lipid-lowering doses of nicotinic acid or with immi drugs 
should caretully weigh the potential benefits and risks and should care- 
fully monitor patients for any signs and symptoms of muscle pain, 
tenderness, or weakness, particularly during the initial months of ther- 
apy and during any periods of upward dosage titration of either drug. 
Periodic CPK determinations may be considered in such situations, but 
there is no assurance that such monitoring will prevent the occurrence 
of severe myopathy. The monitoring of lovastatin drug and metabolite 
levels may be considered in transplant patients who are treated with 
immunosuppressives and lovastatin. 

Lovastatin therapy should be i in 
any patient with an acute, serious condition eee of ith 














priate diet, exercise, weight reduction in obese patients, and to treat other 

underlying medical problems = INDICATIONS AND USAGE) 
Lovastatin may elevate creatin and 

els (see ADVERSE REACTIONS) his should be considond in the ‘iter. 

ential diagnosis of chest pain in a patient on therapy with lovastatin 


Homozygous Familial Hypercholesterolemia: MEVACOR® (Lovastatin, 
MSD) is less effective in patients with the rare homozygous familial 
hypercholesterolemia, possibly because these patients have no func- 
tional LDL receptors. MEVACOR appears to be more likely to raise 
serum transaminases (see ADVERSE REACTIONS) in these homozy- 
gous patients 
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Drug | : 1, Niacin 
(Nicotinic Acid), oa See wannines. “Skeletal Muscle 

Coumarin Anticoagulants: \n a clinical trial in wartarin-treated patients 
designed specifically to observe a potential effect of lovastatin on the pro- 
thrombin time, lovastatin in dosages up to 40 mg b.i.d. did not produce 
any consistent alteration of the anticoagulant action of warfarin. However, 
since the drug was marketed, clinically evident bleeding and/or increased 
prothrombin time have been reported in a few patients taking coumarin 
anticoagulants concomitantly with lovastatin. The causal relationship to 
lovastatin is unclear. Nevertheless. it is recommended that in patients tak- 
ing anticoagulants, prothrombin time be determined before starting lov- 
astatin and frequently enough during early therapy to insure that no 

if alteration of p time occurs. Once a stable prothrom- 

bin time has been documented prothrombin times can be monitored at 
the intervals usually recommended for patients on coumarin anticoagu- 
lants. If the dose of lovastatin is changed, the same procedure should be 
repeated. Lovastatin therapy has not been associated with bleeding or 
with changes in prothrombin time in patients not taking anticoagulant: 

Antipyrine: Antipyrine is a model for drugs metabolized — micro- 
somal hepatic enzyme system (cytochrome P450 system) use lov- 
astatin had no effect on the pharmacokinetics of antipyrine, interactions 
with other drugs metabolized via this mechanism are not expected 

Propranolol: \n normal volunteers, there was no clinically significant 
pharmacokinetic or pharmacodynamic interaction with concomitant 
administration of single doses of !ovastatin and propranolol 

Digoxin: \n patients with hypercholesterolemia, concomitant adminis- 
tration of lovastatin and digoxin resulted in no effect on digoxin piasma 
concentrations 

Other Concomitant Therapy: Although specific interaction studies were 
not performed. in clinical studies, lovastatin was used concomitantly with 
beta blockers, calcium channel blockers, diuretics, and nonsteroidal anti- 
inflammatory drugs (ISAIDs) without evidence of clinically significant 
adverse interactions 





Carcinogenesis, Mutagenesis, Impairment of Fertility: \n a 2\-month 
carcinogenic study in mice, a statistically significant (p< 0.05) increase in 
the incidence of hepatocellular carcinomas and adenomas was observed 
at doses of 500 mg/kg/day (312 times the maximum recommended 
human dose) of lovastatin. These changes were not seen in mice given 
doses of 20 and 100 mg/kg/day (12.5 and 62.5 times the maximum rec- 
ommended human dose) 

A statistically significant increase (p= 0.05) in the incidence of pulmo- 
Nary adenomas was seen in female mice receiving 500 mg/kg/day (312 
times the maximum recommended human dose): no similar changes 
were seen in males at any dose or in females receiving 20 or 100 mg/kg/ 
day (12.5 or 62.5 times the maximum recommended human dose). Be- 
Cause the incidence of pulmonary tumors was within the range of 
untreated animals in studies of similar duration, the relationship of this 
latter change to treatment is not known 

In addition, an increase in the incidence of papilloma in the non-glandu- 
lar mucosa of the stomach was observed in mice receiving 100 and 500 
mg/kg/day (62.5 and 312 times the maximum recommended human 
dose); no increase was seen at a dosage of 20 mg/kg/day (12.5 times the 
maximum recommended human dose). The glandular mucosa was not 
affected. The human stomach contains only glandular mucosa. Impor- 
tantly, there is a strong association between this change and hyperplasia 
of the squamous epithelium (acanthosis) in this region; acanthosis is a 
characteristic change observed in the non-glandular mucosa of rodents 
treated with HMG-CoA reductase inhibitors and is most probably a result 
of inhibition of the reductase in this tissue 

Similar squamous epithelium is found in the esophagus and anorectal 
junction of the mouse and rat: however, no evidence of a similar drug- 
induced hyperplastic response was observed in these tissues in studies of 
up to 21 months in the mouse given up to 500 mg/kg/day (312 times the 
maximum recommended human dose), or in a study of 24 months in the 
rat given 180 mg/kg/day (112 times the maximum recommended human 
dose) 

In a 24-month carcinogenicity study in rats, there was a positive dose 
response relationship for hepatocellular carcinogenicity in males (unad- 
justed p = 0.025). However, because the incidence of hepatocellular car- 
Cinogenicity observed in male rats in this study 's similar to that observed 
spontaneously in this strain of rat, the implications of this finding are 
unclear 

Drug-related testicular atrophy, decreased spermatogenesis, sperma- 
tocytic degeneration and giant cell formation were seen in dogs starting 
at 20 mg/kg/day (12.5 times the maximum recommended human dose) 
The clinica! significance of these findings is unclear 

No evidence of mutagenicity was observed in a microbial mutagen test 
using mutant strains of Salmonella typhimurium with or without rat or 
mouse liver metabolic activation. In addition, no evidence of damage to 
genetic material was noted in an in vitro alkaline elution assay using rat or 
mouse hepatocytes, a V-79 mammalian cell forward mutation study, an in 





having a risk factor predisposing to the of senal failure 
secondary to rhabdomyolysis, including severe acute infection, hypo- 
tension, major surgery, trauma, severe metabolic, endocrine, and 
electrolyte disorders, and uncontrolled seizures. 

Myaigia has been associated with lovastatin therapy. Transient, mildly 
elevated creatine phosphokinase levels are commonly seen in lovastatin- 
treated patients. However, in clinical trials, approximately 0.5% of 
patients developed a myopathy, |.e., myalgia or muscle weakness 
associated with markedly elevated CPK levels. Myopathy should be con- 
sidered in any patient with diffuse myalgias, muscle tenderness, or weak- 
ness, and/or marked elevation of CPK. Patients should be advised to 
report promptly unexplained muscle pain, tenderness, or weakness, par- 
ticularly if accompanied by malaise or fever. Lovastatin therapy should be 
discontinued if markedly elevated CPK levels occur or myopathy is diag- 
nosed or suspected 

Most of the patients who have developed myopathy (including rhabdo- 
myolysis) while taking lovastatin were receiving concomitant therapy with 

Grugs, 9 Or lipid-lowering doses of nico- 
tinic acid. In clinical trials, about 30% of patients on concomitant 
immunosuppressive therapy including cyclosporine developed myop- 
athy; the corresponding percentages for gemfibrozil and niacin were 
approximately 5% and 2%, respectively 

in 6 patients with cardiac transplants taking immunosuppressive ther- 
apy including cyclosporine concomitantly with lovastatin 20 mg/day, the 
average plasma level of active metabolites derived from lovastatin was 
elevated to approximately 4 times the expected levels. Because of an ap- 
parent relationship between increased plasma levels of active metabolites 
derived from lovastatin and myopathy, the daily dosage in patients takin + 
pea should not exceed 20 mg/day (see DOSAGE ANI 
ADMINISTRATION). Even at this dosage, the benefits and risks of using 
lovastatin in patients taking immunosuppressants should be carefully 
considered 


PRECAUTIONS: General: Before instituting therapy with MEVACOR, 
an attempt should be made to contro! hypercholesterolemia with appro- 





vitro c’ aberration study in CHO cells, or an in vivo chromo- 
somal aberration assay in mouse bone marrow 
No drug-related effects on fertility were found in studies with rats 


Pregnancy: Pregnancy Category X: See CONTRAINDICATIONS 

Lovastatin has been shown to produce skeletal malformations in the rat 
fetus at doses of 800 mg/kg/day (500 times the maximum recommended 
human dose). At similar doses in mice, ari increase in skeletal malforma- 
tions was observed. These individual changes are within the range of 
those observed spontanecusly in this strain of mouse. No drug-induced 
changes were seen in either species at doses of up to 80 mg/kg/day (50 
times the maximum recommended human dose). No evidence of malfor- 
mations was noted in rabbits at up to 15 mg/kg/day (highest tolerated dose 
—about 9 times the maximum recommended human dose). There are no 
data in pregnant women 


Nursing Mothers: Studies in rats have shown that lovastatin is excreted in 
the milk. It is not known whether this drug is excreted in human milk 
Because many drugs are excreted in human milk and because of the 
= oa serious adverse reactions in nursing infants from MEVACOR, 

king lovastatin should not nurse their infants (see 
CONTRAINDICATIONS) 


Pediatric Use: Satety and effectiveness in crildren have not been estab- 
lished. Because children are not likely to benefit from cholesterol lowering 
for at least a decade and because experience with this drug is limited (no 
Studies in subjects below the age of 20 years), treatment of children with 
lovastatin is not recommended at this time 


ADVERSE REACTIONS: MEVACOR is generally well tolerated: adverse 
reactions usually have been mild and transient. Less than 1% of patients 
were discontinued from controlled clinical studies due to adverse experi- 
ences attributable to MEVACOR. About 2% of patients were discontinued 
from all studies (controlled and uncontrolled) due to adverse experiences 
attributabie to MEVACOR: about one-third of these patients were discon- 
tinued due to increases in serum transaminases 


Clinical Adverse Experiences: Adverse experiences reported in patients 
treated with MEVACOR® (Lovastatin, MSD) in controlled clinical studies 
are shown in the table below 


MEVACOR Placebo —— Probucol 
(N = 613) (N= "aed (N +o) 
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Gastrointestinal 
Constipation 
Diarrhea 
Dyspepsia 
Flatus 
ee pain/cramps 
Heartbu 


Nause: 
Musculoskeletal 
Muscle cramps 


ae 
Nervous System/Psychiatric 
Dizziness 


Headache 


mn 
Rash/pruritus - 
Special Senses 
Blurred vision 


1 31 
isgeusia 0 - 





Laboratory Tests: Marked persistent increases of serum transaminases 
have been noted (see WARNINGS) 

About 11% of patients had elevations of creatine phosphokinase (CPK) 
levels of at least twice the normal value on one or more occasions. The 
corresponding values for the control agents were cholestyramine, 9% and 
probucol, 2%. This was attributable to the noncardiac fraction of CPK 
Large increases in CPK have sometimes been reported (see WARNINGS 
Skeletal Muscle) 


Concomitant Therapy: \n controlled clinical studies in which lovastatin 
was administered concomitantly with cholestyramine, no adverse reac- 
tions peculiar to this concomitant treatment were observed. The adverse 
reactions that occurred were limited to those reported previously with 
lovastatin or cholestyramine. Other lipid-lowering agents were not admin- 
istered concomitantly with lovastatin during controlled clinical studies. In 
uncontrolled clinical studies, most of the patients who have developed 
myopathy were receiving concomitant therapy with immunosuppressi:ve 
- gemtibrozi!, or niacin (nicotinic acid) (see WARNINGS. Skeletal 
luscie) 


Uncontrolled Clinical Studies: The adverse experiences observed in 
uncontrolled studies were similar to those seen in controlled clinical 
Studies. Abnormal liver function tests were observed at a higher incidence 
than in the controlled studies (see WARNINGS. Liver Dysfunction). Myop- 
athy (m - with marked CPK elevations) was reported in approx- 
imately 0.5% of patients (see WARNINGS. Skeleta/ Muscle) 


Causal Relationship Unclear: Nervous System: Peripheral neuropathy 
has been reported: the relationship to lovastatin is uncertain Visual 
evoked response. nerve conduction and 
phy in over 30 patients showed no evidence of nousetenie effects of 
lovastatin 

Eye: Lens opacities (see CLINICAL PHARMACOLOGY, Clinical Studies) 


Post-marketing Experience: Additional adverse experiences occurring 
since the drug was marketed are listed below 
Clinical Adverse Experiences 
Gastrointestinal: Hepatitis, chronic active hepatitis, cholestatic 
jaundice, fatty change in liver, and. rarely fulminant hepatic necrosis, cir- 
rhosis, and hepatoma: anorexia, vomiting 
Hypersensitivity Reactions. An apparent hypersensitivity syndrome 
has been reported rarely which has included one or more of the following 
features: anaphylaxis, angioedema. lupus-like syndrome. polymyaigia 
rheumatica. vasculitis, thrombocytopenia, leukopenia, hemolytic ane- 
mia, positive ANA, ESR increase. arthritis, arthralgia, urticaria, asthenia 
photosensitivity, fever, chills, flushing, malaise, and dyspnea 
Nervous System/Psychiatric. Psychic disturbances, including 
anxiety, paresthesia 
Skin: Erythema multiforme, including Stevens-Johnson syn- 
drome; toxic epidermal necrolysis 
Causal Relationship Unknown 
Eye: Progression of cataracts (lens opacities) 
Gastromtestinal: Pancreatitis, stomatitis 
Skin: Alopecia 
Nervous System/Psycmatnic: Depression, insomnia 
Metabolic: Edema 
Clinical Laboratory Test Findings 
Liver Function Tests: Liver tunction test abnormalities, including 
elevated alkaline phosphatase and bilirubin 
Thyroid Function Tests: Rare reports of thyroid function test abnor- 
Malities in patients taking concomitant thyroxine 


OVERDOSAGE: The oral LD<o of MEVACOR in mice is 20 g/kg 

Five healthy human volunteers have received up to 200 mg of lovastatin 
as a single dose without clinically significant adverse experiences. A few 
cases of accidental overdosage have been reported: no patients had any 
specific symptoms, and all patients recovered without sequelae. The max- 
imum dose taken was 5 to 6g 

Until further experience is obtained, no specific treatment of overdos 
age with MEVACOR can be recommended 

The dialyzability of lovastatin and its metabolites in man is not known at 
present 


DOSAGE AND ADMINISTRATION: The patient should be placed on a stan- 
dard cholesterol-lowering diet before receiving MEVACOR and should 
continue on this diet during treatment with MEVACOR. MEVACOR should 
be given with meals 
he recommended starting dose is 20 mg once a day given with the 
— meal. The recommended dosing range is 20 to 80 mg/day in sin- 
e or divided doses: the maximum recommended dose is 80 mg/day 
\djustments of dosage should be made at intervals of 4 weeks or more 
Doses should be individualized according to the patient's response (see 
Tables | to 1V under CLINICAL PHARMACOLOGY, Clinical Studies for dose 
response results) 
For those patients with severely elevated serum cholesterol levels 
(i.e., >300 mg/dL [7.8 mmol/L] on diet), MEVACOR may be initiated at 40 
/day 
In patients taking immunosuppressive drugs concomitantly with 
lovastatin (see WARNINGS. Skeleta/ Muscle), therapy should begin with 
10 mg of MEVACOR and should not exceed 20 m 
Cholesterol levels should be monitored periodically and consideration 
should be ee to reducing the dosage of MEVACOR if cholesterol levels 
fall below the targeted range 





Concomitant y: Preliminary evidence suggests that the choles- 
terol-lowering effects of lovastatin and the bile acid sequestrant, choles- 
tyramine, are additive 

in Patients with Renal Insufficiency: \n patients with severe renal 
insufficiency (creatinine clearance < 30 mL/min) MSD 


dosage increases above 20 mg/day should be care- 
Bae 


fully considered and. if deemed necessary. im 4 
For more detailed information, consult your MSD Representative or see 
Prescribing 





mented cautiously (see CLINICAL PHARMACOL’ 

and WARNINGS. Skeletal Muscle) 
information, Merck Sharp & Dohme. Division of Merck & 

Co., inc., West Point, PA 19486. JIMCS5R(517) 





MEVACOR works where it should: 
at the primary site of cholesterol synthesis 





MEVACOR i is the first agent to selectively 
“inhibit cholesterol production at the MEVACOR is extracted 
" primary site of synthesis. This selective ‘ by the liver 

activity means MEVACOR is highly 

effective—with only a low and variable Availability 


amount of active drug available for peg Primary sto 
cholestero 


_systemiccirculation. is low and synthesis 
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hypersensitive 


with active liver For many patients with primary hyper- 


cholesterolemia (Types Ila and Ilb), when diet 
and other nondrug therapies are inadequate 
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